1/9 



Favorable Protein-Protein 
Interactions 


Presenter 
Protein 


FIG. 1A 


Unfavorable 

Protein-Protein 

Interactions 


Non-Specific Drug 
BincUng^-JProtein 



% & t 


No Interactions or Neutral 
or Favorable Protein- 
Protein Interactions 


No Interactions or Neutral 
or Favorable Protein- 
Protein Interactions 


Presenter 
Protein 


Unfavorable 

Protein-Protein 

Interactions 



Presenter 
Protein 


FIG. 1B 


Drug Target in Cell 
to be Protected 


Unfavorable 
Protein-Protein 
Interactions 



Presenter 
Protein 


Unfavorable 

Protein-Protein 

Interactions 


Drug Target in Cell 
\to be Affected 



FIG. 1C 


2/9 




FIG. 2 


3/9 


Competition Binding Assay 
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Components of the binding reaction: 

Fyn 

Fyn+FKpYEEI 
Fyn+FKpYEEI+FKBP5 2 0.25 \M 
Fyn+FKpYEEI+FKBP52 0.5 jiM 
Fyn+FKpYEEI+FKBP5 2 1.0 \M 
Fyn+FKpYEEI+FKBP52 2.0 pM 
Fyn+FKpYEEI+FKBP5 2 3.0 fiM 
Fyn+FKpYEEI+FKBP52 4.0 \iM 
Fyn+FKBP52 4.0 \tM 
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Components of the binding reaction: 

Fyn 

Fyn+FKpYEEI 
Fyn+FKpYEFJ+FKBP5 2 
Fyn+FKpYEEI+FKBP52 +FK506 0.25 |iM 
Fyn+FKpYEEI+FKBP5 2+FK506 1.0 pM 
Fyn+FKpYEFJ+FKBP5 2+FK506 2.0 jiM 
Fyn+FKpYEEI+FKBP5 2+FK5 06 4.0 pM 
Fyn+FKpYEEI+FKBP52+FK506 6.0 \M 
Fyn+FKpYEEI+FKBP52+FK506 15.0 \M 
Fyn+FKBP52+FK506 15.0 nM 
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FIG. 6 


Components of the binding reaction: 

Fyn 

Fyn+FKpYEEI 
Fyn+FKp YEEI+FKBP 1 2 0.25 nM 
Fyn+FKpYEEI+FKBP12 0.5 nM 
Fyn+FKpYEEI+FKBP12 1.0 \M 
Fyn+FKpYEEI +FKBP 1 2 2.0 \M 
Fyn+FKpYEEI+FKBP 1 2 3.0 nM 
Fyn+FKpYEEI+FKBPl 2 4.0 \M 
Fyn+FKBP12 
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Components of the binding reaction: 


PLC -Q- 
PLC+FKpYEH 
PLC+FKpYEH+FKBPl 2 0.5 yM 


}{ 
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Components of the binding reaction: 

PLC 

PLC+FKpYEH 
PLC+FKpYEEI+FKBP12 
PLC+FKpYEEI+FKBP12+FK506 1.0 yM 
PLC+FKpYEEI+FKBP12+FK506 2.0 nM 
PLC+FKpYEEI+FKBP12+FK506 3.0 |iM 
PLC+FKpYEEI+FKBP12+FK506 5.0 \M 

PLC+FKBP12 
PLC+FKBP12+FK506 5.0 \M 
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PLC 
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Components of the binding reaction: 

Fyn 

Fyn+SLFpYEEI 
Fyn+SLFpYiEEI+FKBPl 2 0.25 nM 
Fyn+SLFpYEEI+FKBPl 2 0.5 pM 
Fyn+SLFpYEEI+FKBPl 2 1.0 |iM 
Fyn+SLFpYEEI+FKBP12 2.0 rM 
Fyn+SLFpYEEI+FKBPl 2 3.0 nM 
Fyn+SLFpYEEI+FKBPl 2 4.0 \iM 
Fyn+FKBP12 4.0 \M 
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Components of the binding reaction: 

Fyn 

Fyn+SLFpYEH 
Fyn+SLFpYEEI+FKBPl 2 
Fyn+SLFpYEEI+FKBPl 2+FK506 1.0 jiM 
Fyn+SLFpYEEI+FKBP 1 2 +FK5 06 2.0 jiM 
Fyn+SLFpYEEI+FKBP 1 2+FK506 3.0 \iM 

Fyn+FKBP12+FK506 
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Components of the binding reaction: 

Fyn - 
Fyn+SLFpYEH 

Fyn+FKBP12+SLFpYEEI - 
Fyn+FKBP12+SLFpYEEI+FK506 - 
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